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1 (54) Title: ETHYLENEDIAMINE DERTVATIVES 

j (54) SE0)«ffi: I*U>i?7 3:/R*K* 

(57) Abstract: Compounds of the general formula (1): Q 1 -Q 2 -C(=O)-N(R 1 )-0 3 - 
N(R 2 )-T 1 -Q 4 ; and drugs which contain the compounds and are efficacious for thrombosis 
(2) and embolism. In said formula, wherein R 1 and R 2 are each H or the like; Q 1 is 
an aromatic ring, a heterocycle, or the like; Q 2 is a single bond, an aromatic ring, a 
heterocycle, or the like; Q 3 is a group of the general formula (2), or the like; Q" is an 
ic ring, a heterocycle, or the like; and T 1 is -CO- or -SO r - 
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Q'-Q 2 -C ( = 0) -N (R 1 ) -Q 3 -N (R 2 ) -T'-Q 4 (1) 
-CO-iSfctt-SO, £^jVf) 
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(Thrombosis Research, 6 8t, 507-512 
I, 1 9 9 2^) c 

mMt-&&vimm^mznT^%o Mmmmmz£&m<DMmKfo\z£z>mm 

^IXHWXl?^'tt1-§. £fc> ^H^t^ViT^MH^^^T 
tffittftlV I I Bf^XHfSffitt^S. BPS, fcH^O+TOffSXB^ 
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mrnktsntcrnxm^ (Fxa) \$7ubu>¥>%mfeftMLhu>¥>%3i 

®% \ZftfttlZ>rc®, F X a «k 0 %>±tt080fc»*'§|£iFL&0TfciF'X a © 

D fe±ffittt«-r S F X a OfiftJ; 0 < «H^<o«»w*«^sn#* 

(Thrombosis Research, 15#, 6 1 7-6 2 91, 
1 9 7 9^) o 

fx a mw&vmiz ho-^om, ^^vi^mummt^smBM 

K«s*«t 19 fx a mmm\mM.<Dimo<>t^wmm^h^t.%x %nz><> 
f x a hxm^ui^mm^nx^^ -mzr>^ h □ >t; 

>I I I^7>^bP>t'>I I l^£©^>*l^:&7^Ffca;k £#i*g 

tJHi^Sn (Thrombosis Research, 6 8t, 5 0 7- 
5 1 21, 1 9 9 2 ^; Journal of Clinical 
Investigation, 7 It, 1383 -1389 H, 1 9 8 3^; 
Mebio, 14#, 8J3^, 9 2-9 7JO > 3&fc«niStMte;W$ttSw 

(TAP) (Science, 2 4 8#, 5 9 3- 5 9 6H> 1990 

■$)'*«fctf7>5 ; ^^i/> (AST) (Journal of 
Biological Chemistry, 263 10162- 
1 0 1 6 71, 1 9 8 8^) feFXa^iaSbMlfil^x^/O^SjMlfil^^ 
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^0FXaIfi©l»fctlTtfc e 

5fi V> F X a IMflsffi fc 6 rXKl^ Vitt«@f^ffl ^^Tx^ l/>/75 >B§# 
Ttett. (l) 

Q'-Q 2 -C (=0) -N (R 1 ) -Q 3 -N (R 2 ) — T 1 — Q 4 (1) 
tt^S£WT£ £<ht>&6t&fpfcL< teTOfn© 5-6 A0S#£Wfo!fc*ai, S 

&g*^rrs c t sfiafpt) v < ultimo 5-6 

wrs e 1 *>* zma % L/ < ^ffisio 2 5stt*fctt 3 atttoiie^MaR*** 

mmx* b < 2-6 ©t;i^~i/>s, 
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36— N (R 3 ) - 

S-N (R 4 ) - (CH 2 ) m- 

^**st5sas£*b ,• 



R\ R\ R 7 ^J;^R 8 « v ^S!iLfc7]c^M^, 7m&, Any>® 
7;Wl^ 7)Mr-)m* 7)V*~)Ws 7)Vu^m, 7)Va^y 

n-t^jwm^;^ n, N-y7J^;wjk/^M, 
J^iWH, N-yjwwj^^^jvjji/m n, n-^7;]/^;]/#;v 

AH^TmS, 7'J-;PS, 77J^;H, ATDTU-Mi&SAf 
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^ 7Ki?S> 7)V*)\&, . 7)\s f r~)V&s 7)V*-)V&, /\o^>J|f, An? 
;7MJH v y7/l, '>7;7^m 75/S, 75/7^1, N 
-7MJI/7$/7;i/+M N, N-^7JW75y7JWS, 7~>;V 

y& fcKo^w^/a, 7is)i7$y7)i*)vm, 7jvn^m, 7)i^* 

z/7)ls*)V& bFD^>7Wi v *M^^VS, *J^+y7W 

;i/fc;i/T;wvT5y», #;i^vr;i/W75/a, 7;io^>#;m*~ 

;i/75 7«, 7)Vn^yts)VT$-)WS.;7)\s3r)\>m, #;WW;Pg, 7)V* 

m± \zmmm^hx^Th £ i^n - 7;i^;i/#;w\* ; E-f 7; Wi/*± 
fclll^ttT^Ttji^N, N-^7;wi/^;w\^-r;i/S v N-7;^n 
^ji/A^e^;^ N-7;i/^n;^;i/A ; E-<;i/7;i/^;i'S> N-7)Wr-)V- 
n - 7;i/^;^;i/A ,; e-r n -7)Vtr—)V- n - rwA^/^'f ;i^7;p 
*r)V&* N-7;i/n^^;wt^;i/S, N-7;wi/-N-7;p3+'>*;wt 
N-7;i/3^^;ww;i/7;wi/S, n-7»-n-7;V3 

^^Jkt^JV7J^iH, l~3|i©7;l'^r;i/STgm^nTViT ! fecJ;l/^ 
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*> cfc ^ 3 ~ 6 M.o^mmmnfi )i<tf-)i7)\s*m, # )V7)v*)v 
& 7)i<*jm±.izmmM&%LTh£^N, n-^7j^mjw^jv7jv 

ts)W^M*is7)V*)\>m, U-7)^)Vt!)Vn^Mr^7)V 
Wl> N.„ N-P7)V^)Vtl)W^M^yT)l^)m, fim^^LW 
Tb£\,y3^6M<D$mMmm%)ltf-)ltti/7)V*)m, 7U-;!/& 7 

ru-;i/^;^-;i/T5y*, 7)]/*)\>x)Vfc-)V7^;7)V*)V 

7V-A7s)l*-)l>7$y7Jl3r)m, 7 )V^)V7,)V^)V7 ^ 7 

#-;i,t;wps, 7V-)Vz)i-fc~)i75iyz>)itf~)V7)i'*)m, 
#;w\^<;i/;f^>X, 7^;wi^*>-S> ^u^^t;^;^*^ 

£z$r 10 \t-mzfz-DTm.mwL 1 ~ 5 ©7;^ i/>«, &at& 2-5 ©7;^ 

^To )■ S^L, ; 

-;i/7;^n;i/S, gmS£Wi-§;i£t)&3^n7U-;i/^ sm^WT 
§ e: £ t>&& atd7 v-)V7)v*r-)vm, mmmz^-rz z£*>$>z>mibv 
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So 

•ess. 

tsziz&tc. *mwu, ±E^t/> torn, *n%®mim®*iit)Zfnt>' 
ttifeffittRjKfefts (sirs) , &mm*± (mods) , wiM&m<ofo& 

(1) ^ajfif 5+M#&«ftf*t>OT»*. 

&Tfc, (i) Tmznz^mMvji^uyvr^ymmmz&vzm 
nmz-o^Tmm-fZo 

ru-;i/7;i/^-n;i/S, ttgiS^WTS^fefc^TPTy-m fi&*£ 
* n <t %> $ s 'st- n r u -))s7)w~)v&, mmm %m-tz>z\tb&z>mm 
hh< \t^m\<D 2 atttsfctt 3 shs-©^^***, sms^rs z.t% 

7x-;PS, t7rM« T>hU;i/S, 7xt>hUJH^ff5iIi^ 
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So 

o^fnyu-M, &mt¥W)V^ yvjvm, 3=-xx;i/*, tf<J$>*x;i/ 

«a*n b < ra>Ft&fn© 2 gttt£ 3 m&vm&pkfomm^ m\ & b < » 

©» b < itsfmm<D 2 &« 3 m&vm&mk&m t\z* mm $ b < \* 
mmoimn&tcu^fmn® 5-6 Mom^mitym^ 2-3 ws-bT^sn 

tc 2 aMS-Sfctt 3 Sffi 0»£iftfc##fc3K-r. ^©:®£r©«i b < Wl&fn© 

-tf-jRit (1) ^©T'i:«f&1-affiflitt«rfclS3tsn^Vi. 
fflfnfc b < fc£Fffi?n© 2 51tti;fc« 3 gtte©l|fi^g3tgl5£g£fck mah b < 

krasfn© 2 attt*fc« 3 ^©^mstat^ 1 lost&^fc © jg- . 
©igfn fe b < tt^tafoo 2 ssffisfctt 3 m&<Dffi&&mmmT<D(D~(B)&7s< 

To 
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2Hz), 8. 07-8. il (3H, m), 13'. 65 ( 1 H, br. s). 
MS (FAB) m/z : 2 1 3 (M + H) + . 

[##082 6] 5-#na-6^7;i/*n^>F~;i,-2-#;i/#>m pWU 



1 4 9 7 2 3) (1. 8 5 g) t^U> (140ml) (Dm^m^MMTXl 

tis^u nos^t; (4 9img) zm&m^tvxmco 

1 H — NMR (CDC 1 3 ) 6:3. 95 (3H, s), 7.13-7. 15 
(1H, m) , 7. 2 0 (1H, dd, J = 9, 3, 0. '49Hz), 7. 7 1 
(1H, d, J = 7. 3Hz) , 8. 93 (1H, br. s) . 

MS (FAB) m/z : 2 2 7 (M + ) . 



5 _£ nD _ 6-7;i/^-DOH-;V- 2-*;^>tt ^fiUXrJP 
(461mg) &fh7tHU77> (15ml) , (10ml) 43 

.fctfTk (10ml) ©l^g»3l^, giIT#BM;U^tfA (283 

mg) m^xmmMWhtz., mm^msrf^u mmzimmmtzmz. 
xmmmzLT^^nrcm^m^ &mlt. (4 2 2mg) &m 

1 H-NMR(CDC1 3 ) 6:7. 08-7. 10 (1H, m) , 7. 34 





H 
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(1H, d, J = 9. 5Hz), 7. 8 8 (1H, d, J = 7. 6Hz), 1 
2. 04 (1H, s) , 13. 1 6 (1H, s) . 
MS (FAB) m/z : 2 1 3 (M + ) . 

[##092 8] 5- (4-kfU^;W -4, 5, 6, 7-f h7k FnfyyD 



5- (tert-yKv'W-JW -4, 5, 6, 7— fh^tFofT 
7o [5, 4-c] tfUb> (5. 0 0 g) C^DD^^> (2 5ml) jgjft 

t h u 7)]/*mm (25mi) ^mzxmxrc, 1 o s*«ts 
«ja£T«aevfc« a*fc4-^n ; Efc:u^> (5. 2 0g) , n, n-*?*^ 

jK;UA75 F (3 0ml) ; MJX5P;KT5> (15. 5ml) jgF8c£g 

h u vixxmm ( i o o m i ) TWisftarcefts-sfc. ftm&, 

cm* (5 x 3.0m l) "r&fflLfc. MS£^birc«« 

^7^- (^nD^^> : ^^;-Jl/=2 0 : 1-8. : 1) £JBV>TttS 
U (2. 9 7 g) JWtbTlfc. 

'H-NMR (CDC 1 3 ) 5 : 3. 07 (2H, t, 3 = 5. 9Hz) , 3. 
81 (2H, t, J = 5. 9Hz), 4. 61 (2H, s), 6. 74 (2H, 
t, J = 6. 5Hz), 8. 30 (2H, t, J = 6. 5Hz), 8. 70 (1 
H, s) . 

MS (ES I) m/z : 2 1 8 (M+H) + . 

mmi2 9] 5- (4-tru^;w ^Ty-;]/-2-#;i/^>i? 

87 



[5, 4-c] tf'J.v 
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